Best's vitelliform macular dystrophy is an early onset, autosomal dominant macular degeneration. Linkage analysis has previously mapped a disease locus in this disorder to the pericentromeric region of chromosome 11. We examined two families, one of German and one of Irish origin, both affected with this disorder. The Irish family (BTMDl) showed strong evidence for linkage to the previously reported locus on chromosome 11. Linkage of the disease locus to the same region of chromosome 11 has been significantly excluded in the German family (Fam E), thereby providing evidence of locus heterogeneity in this clinically unique condition. (J Med Genet 1995;32:855-858) to a region between markers D11S871 and INT2.34 Using further polymorphic markers, this region was later narrowed down to the interval between D11S986 in band p12-11.22 and D11S480 in band q13.2-13.3.56
Best's macular dystrophy was first characterised in 1905 .' This retinal degeneration primarily affects the macular area, the cone-photoreceptor rich region situated temporal to the optic disc and centred on the fovea. In the initial stages a characteristic yellowish subretinal blister occurs which is accurately described as looking like a fried egg. As the condition progresses, the blister flattens and the lesion takes on an appearance resembling a "scrambled egg". At this stage the patient has a central scotoma and notices significant disturbance of vision, Snellen visual acuity being reduced to 6/60 or less. As the disease progresses, an atrophic scar forms at the macula (fig 1) . Even before the appearance ofthe initial retinal lesion, an absence of the light induced rise in amplitude of the electro-oculogram (EOG) can be detected. The so-called Arden Index (light peak/dark trough), which is normally greater than 1.6, is invariant, that is, 1.0. This test can be used to make a presymptomatic diagnosis in at risk subjects.2 The condition is inherited in an autosomal dominant manner, and is early onset, but otherwise shares certain clinical features with age related forms of macular degeneration, one of the most common forms ofsevere visual impairment in the elderly. Identification of the precise molecular causes of pathogenesis in Best's disease could further the understanding of the pathologies of other, more common forms of macular degeneration.
To date, the Best's macular dystrophy locus has been found to map exclusively to the peri- fig 3) . These results provide the first evidence of genetic heterogeneity in Best's macular dystrophy, and complement the growing body of data which show a complex genetic aetiology and extensive intraand intergenetic heterogeneity in degenerative retinopathies.
Regions other than lI pI 2-qi 3, shown to be linked to other forms of macular and retinal degenerations, have also been examined for linkage in this family (see table 2 for lod scores). The region of chromosome 1 linked to the Stargardt's disease locus has been excluded," as has the North Carolina macular dystrophy locus on chromosome 6q,'2 the Sorsby's fundus dystrophy locus on 22q,'3 the dominant cystoid macular dystrophy gene on 7p,'4 the Stargardtlike dominant progressive macular dystrophy on 6q,'5 and the dominant Stargardt's macular dystrophy locus on 13q34.'6 We have also excluded the involvement of the RDS/peripherin gene on 6p, the regions of linkage to autosomal dominant retinitis pigmentosa (ADRP) on chromosome 7p and 7q,'17-9 and the region of lq linked to autosomal recessive retinitis pigmentosa (ARRP)).20 As defects in the RDS/ peripherin gene have been shown to be the cause of both ADRP2122 and various other forms of macular and retinal degeneration, [23] [24] [25] it is reasonable to examine any region known to be involved in the pathogenesis of a retinal degeneration for linkage in this family; however, owing to its size, definitive exclusion of all candidate regions has not been possible. 
